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Art Unit: 1648 

DETAILED ACTION 
Reassignment 

1 . The Art Unit location of your application in the USPTO has changed. To aid in 
correlating any papers for this application, all further correspondence regarding this 
application should be directed to Art Unit 1648, Examiner Emily Le. 

Status of Claims 

2. Claims 2-3 and 1 1 are cancelled. Claims 1,4-10 and 12-75 are pending. 

In Applicant's 05/27/2005 response, Applicant traversed the Office's withdrawal 
of claims 15-17 and 22-23. Applicant submits that claim 14, which depends on claim 
12, and claim 20, which depend on claim 19, should be examined together with its 
parent claim. Applicant submits that because of their dependency, no additional search 
is required. Thus, Applicant requests a rejoinder of the withdrawn claims, specifically 
claims 14 and 20 to the present invention. 4 

Applicant's submission has been considered, however, it is not found persuasive. 
Applicant is reminded that the restriction requirement is final. Applicant is further 
reminded that the basis of a restriction requirement is patentably distinct or unrelated 
inventions. A restriction requirement is not made on the basis of claim dependency. 
Ergo, Applicant's request for examination of claims 14 and 20 is not granted. 

Furthermore, in the instant, Applicant has elected SEQ ID NO: 1 and 9 for 
examination. Applicant did not elect SEQ ID NO: 2, as set forth in claim 14. Nor did 
Applicant elect the mixture of SEQ ID NOs: 7-9, as set forth in claim 20. Ergo, 
Applicant's request for examination of claims 14 and 20 is not granted. 
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Thus, claims 14-17, 20-75 are withdrawn from examination. Claims 1, 4-10, 
12-13 and 18-19 are under examination. 

Claim Rejections - 35 USC § 112 

3. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

4. Claims 7 and 18 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

Claim 7 recites the limitation "particulate" in line 3. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim 18 recites the limitation "wherein LHRH is conjugated to a T helper cell 
epitope" in line 3. There is insufficient antecedent basis for this limitation in the claim. 

Claim Rejections - 35 USC § 103 

5. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 1 02 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the art to which said subject 
matter pertains. Patentability shall not be negatived by the manner in which the invention was 
made. 
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6. Claims 1 , 5, 7-1 0, 1 2-1 3 and 1 8-1 9 are rejected under 35 U.S.C. 1 03(a) as 
being unpatentable over Krieg et al. 1 in view of Ladd et al., 2 as evidenced by result 
no. 1 of the rag search summary page. 

The claims are directed at composition that is a microparticulate comprising a 
cationic peptide immunogen, and an anionic CpG oligonucleotide. 

The claims require that the anionic CpG oligonucleotide have a net negative 
charge at a pH in the range of 5.0 to 8.0; be single-stranded DNA comprising 8 to 64 
nucleotide bases, which is later limited to 18-48 nucleotide bases, with a repeat of a 
cytosine-guanidine motif; and the number of repeats of the CpG motif is in the range 
of 1 to 1 0 — which is later limited to the range of 3-8. The claims require the net 
negative charge of the anionic CpG oligonucleotide be at least -2, the anionic CpG 
oligonucleotide be 18-48 nucleotide bases; and the anionic CpG oligonucleotide have 
the formula: 5'X 1 CGX 2 3', wherein X 1 is selected from the group consisting of A 
(adenine), G (guanine) and T (thymine), and X 2 is selected from the group consisting 
of C (cytosine) and T (thymine). In addition, the claims also require the anionic CpG 
oligonucleotide have the following formula: 5'(X 3 ) 2 CG(X 4 ) 2 3', wherein X 3 is selected 
from the group consisting of A or G, and X 4 is selected from the group consisting of C 
orT. 

The claims require the cationic peptide immunogen to comprise a target B cell 
antigen or a CTL epitope and a T helper cell epitope, have a net positive charge at a 
pH in the range of 5.0 to 8.0 calculated by assigning a +1 charge for each lysine, 

1 Krieg et al. WO01/22972. 
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arginine and histidine; a -1 charge for each aspartic acid and glutamic acid; and a 
charge of 0 for all other amino acids in the cationic peptide immunogen. 

The claims later limited the anionic CpG oligonucleotide to SEQ ID NO: 1, and 
the cationic peptide immunogen to SEQ ID NO: 9. 

SEQ ID NO: 1 is a single-stranded DNA comprising 32 bases with a repeat of 
a cytosine-guanidine motif. The number of cytosine-guanidine repeats is 5. This 
number of repeats is with the range that is instantly claimed, 1-10— which is later 
narrowed to 3-8. The number of nucleotide bases present in SEQ ID NO: 1 is within 
the 8-64 and 18-48 ranges that is set forth in the claims. SEQ ID NO: 1 is also have 
the 5'X 1 CGX 2 3', wherein X 1 is selected from the group consisting of A (adenine), G 
(guanine) and T (thymine), and X 2 is selected from the group consisting of C 
(cytosine) and T (thymine). In addition, the claims also require the anionic CpG 
oligonucleotide have the following formula: 5'(X 3 ) 2 CG(X 4 ) 2 3', wherein X 3 is selected 
from the group consisting of A or G, and X 4 is selected from the group consisting of C 
or T. And have a net negative charge of at least -2, specifically -32. 

SEQ ID NO: 9 is a cationic peptide comprising a target B cell antigen or a CTL 
epitope and a T helper cell epitope, have a net positive charge of +4, and is a LHRH 
protein conjugated to B-cell and T-help epitopes. 

Krieg et al. does not teach the claimed composition. Hence, this is not an 
anticipatory rejection. However, Krieg et al. does suggest the claimed composition. 



2 Ladd et al. WO 94/25060. 
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Krieg et al. teaches a composition that is a microparticulate comprising an 
immunostimulary oligonucleotide and antigen. [Claims 101-103] 

The immunostimulary oligonucleotide that Krieg et al. teaches is a CpG 
oligonucleotide, particularly SEQ ID NO: 429. SEQ ID NO: 429 of Krieg et al. is the 
same as the SEQ ID NO: 1 recited in the claims. Thus, SEQ ID NO: 429 of Krieg et 
al. is a single-stranded DNA comprising 32 bases with a repeat of a cytosine- 
guanidine motif. The number of cytosine-guanidine repeats is 5. This number of 
repeats is with the range that is instantly claimed, 1-10 — which is later narrowed to 3- 
8. The number of nucleotide bases present in SEQ ID NO: 1 is within the 8-64 and 
18-48 ranges that is set forth in the claims. SEQ ID NO: 1 is also have the 5'X 1 CGX 2 
3', wherein X 1 is selected from the group consisting of A (adenine), G (guanine) and T 
(thymine), and X 2 is selected from the group consisting of C (cytosine) and T 
(thymine). In addition, the claims also require the anionic CpG oligonucleotide have 
the following formula: 5'(X 3 ) 2 CG(X 4 ) 2 3\ wherein X 3 is selected from the group 
consisting of A or G, and X 4 is selected from the group consisting of C or T. And 
have a net negative charge of at least -2, specifically -32. 

The antigen that Krieg et al. teaches is any molecule capable of provoking an 
immune response. In the instant, Krieg et al. does not teach the cationic peptide 
immunogen that comprises a target B cell antigen or a CTL epitope and a T helper 
cell epitope as an antigen. 
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However, Ladd et al. teaches a cationic peptide immunogen. The cationic 
peptide immunogen of Ladd et al. is a molecule capable of provoking an immune 
response. 

The cationic peptide immunogen of Ladd et al. is LHRH protein conjugated to 
B-cell and T-help epitopes, which have the amino acid sequence set forth in SEQ ID 
NO: 35. SEQ ID NO: 35 has the same amino acid sequence set forth in the SEQ ID 
NO: 9 recited in the claims, as evidenced by result no. 1 of the rag search summary 
page. Result no. 1 of the rag search summary page shows that Ladd et al. teaches 
an amino acid sequence that is the same as that of SEQ ID NO: 9 recited in the 
claims. Ergo, SE,Q ID NO: 35 of Ladd et al. would also have a net positive charge of 
+4. 

Ladd et al. teaches that the cationic peptide immunogen is useful for 
regulating infertility and for treating prostatic hyperplasia, androgen-dependent 
carcinoma, prostatic carcinoma and testicular carcinoma in males. Ladd et al. also 
teaches that the cationic peptide immunogen is useful for treating endometriosis, 
benign uterine tumors, recurrent functional ovarian cysts and premenstrual 
syndrome, and preventing or treatment of estrogen-dependent breast cancer in 
females. [Abstract] 

In the instant, it would have been prima facie obvious for one of ordinary skill 
in the art at the time the invention was made to combine the teaching of Krieg et al. 
and Ladd et al. Krieg et al. teaches a pharmaceutical composition comprising an 
anionic CpG oligonucleotide and an antigen; and Ladd et al. teaches an antigen. 
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One of ordinary skill in the art at the time the invention was made would have been 
motivated to do so to make a composition that regulates infertility; treats prostatic 
hyperplasia, androgen-dependent carcinoma, prostatic carcinoma and testicular 
carcinoma in males; and treats endometriosis, benign uterine tumors, recurrent 
functional ovarian cysts, premenstrual syndrome, and prevents or treats estrogen- 
dependent breast cancer in females. One of ordinary skill in the art at the time the 
invention was made would have had a reasonable expectation of success for doing 
so because Krieg et al. teaches a pharmaceutical composition comprising an anionic 
CpG oligonucleotide and an antigen; and Ladd et al. teaches an antigen. 

Thus, absent evidence to the contrary, one of ordinary skill in the art at the 
time the invention was made would have had a reasonable expectation of success 
for producing the claimed invention. 

7. Claims 4 and 6 are rejected under 35 U.S.C. 1 03(a) as being unpatentable 
over Krieg et al. in view of Ladd et al., as applied to claim 1 above. 

The claims require that the cationic peptide immunogen be a mixture of 
synthetic peptide immunogens, and have an average net positive charge of at least 
+2. 

The significance of Krieg et al. and Ladd et al. as it pertains to claim 1 is 
provided above. 

4 

In addition to teaching a cationic peptide having the same amino acid as that 
of SEQ ID NO: 9 recited in the claims, Ladd et al. also teaches the use of a mixture of 
synthetic peptide immunogens, e.g. SEQ ID NO: 35 with SEQ ID NO: 10. [Claim 20 
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of Ladd et al.] Additionally, Ladd et al. suggests the use of one or more peptide 
immunogens to reduce or suppress LHRH levels in a mammal. [Lines 26-35 of page 
30] 

Ergo, it would have been prima facie obvious for one of ordinary skill in the art 
at the time the invention was made to use a mixture of peptide immunogens. One of 
ordinary skill in the art at the time the invention was made would have been 
motivated to do so develop a more efficient immune response to the antigen. One of 
ordinary skill in the art at the time the invention was made would have had a 
reasonable expectation of success for doing so because these peptides are capable 
of reducing or suppressing LHRH levels in a mammal. 

Additionally, a mixture of synthetic peptide immunogens having the amino acid 
sequence of SEQ ID NOs: 10 and 35 would yield a net positive charge of at least +2. 
SEQ ID NO: 35 has a net positive charge of +4. SEQ ID NO: 10 has a net positive 
charge of also +4. The average pf the two charges is at least +2. 

Thus, absent evidence to the contrary, one of ordinary skill in the art at the 
time the invention was made would have had a reasonable expectation of success 
for producing the claimed invention. 

Double Patenting 

8. In response to the provisional double patenting rejection set forth in the 
previous office action, Applicant submits that the rejection will be properly addressed 
upon allowance of the claims. 
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Applicant's submission has been considered. Because the submission does 
not fully address the rejection, the rejection is maintained even in view of Applicant's 
amendment. In the instant, claim 1 of the instant patent application is the same as 
that of claim 3 of the conflicting patent application. Ergo, the rejection is maintained. 

Conclusion 

9. No claim is allowed. 

10. Applicant's amendment necessitated the new ground(s) of rejection presented 
in this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the advisory 
action is not mailed until after the end of the THREE-MONTH shortened statutory 
period, then the shortened statutory period will expire on the date the advisory action 
is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from 
the mailing date of the advisory action. In no event, however, will the statutory period 
for reply expire later than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Emily Le whose telephone number is (571) 272 0903. 
The examiner can normally be reached on Monday - Friday, 8 am - 5:30 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, James Housel can be reached on (571) 272-0902. The fax 
phone number for the organization where this application or proceeding is assigned 
is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http://pair-direct.uspto.gov. 
Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-2l7^ , ra?<toll-fre0). 





Jeffrey S. Parkin, Ph.D. 
Primary Patent Examiner 
Art Unit 1648 



